In 1954 Aldrich, Steinberg and Campbell described a family, originally of Dutch extraction, in which the male infants were liable to die at a young age having shown signs of 'draining ears, eczematoid dermatitis and bloody diarrhoea' from the age of a few weeks. They briefly described the clinical features in one child who was a member of this family and who died. They went on to show quite clearly that if the condition which had killed previous male members of the family was the same (as the family itself maintained) then it must have been genetically determined. Since it affected only male members of the family and only some of them, they concluded that the condition must be due to a sex-linked recessive gene which was passed down through the females to the males (in the same way as haemophilia and pseudo-hypertrophic muscular dystrophy). They showed, too, that in the last three generations 16 out of 40 males had been affected and had died within the first 31 months of life. Further evidence of the genetic basis of the condition in Aldrich's family has been produced more recently by Krivit and Good (1959) , who report that the two females who appear to carry the gene at the moment, and are reproducing, have produced eight children between them since Aldrich's paper was published. Two of them are girls and are normal, while six of them are boys, three of whom have been affected by the condition. This is what one would expect if it were due to a sex-linked recessive gene. It seems quite definite therefore that in the family described by Aldrich the condition is genetically determined in this way.
Meanwhile Huntley and Dees (1957) have described other white families in which the same condition appears to have been present, and Wolff and Bertucio (1957) have described it in a Negro family. Huntley and Dees contributed considerably towards determining the clinical picture and they described the main features as being 'eczema associated with thrombocytopenic purpura and purulent otitis media'. They described five cases, all of whom died. In only two of these cases, however, was the genetic nature of the condition at all conclusive. These two cases (1 and 2 in their series) were brothers. In their Case 3 no family history was obtainable and in their Case 4 the child was adopted and no family history was available. In Case 5 there was a suggestive but unconvincing family history. The only drug which the child had had before admission was phenobarbitone (for the irritation of his eczema), and withdrawal of this led to no improvement in the purpura.
During the first and subsequent admissions numerous references were made in the notes to the ease with which he picked up infections. He was febrile on many occasions, sometimes without any satisfactory explanation being found; on others he had recurrent otitis media, pyodermia, diarrhoea and respiratory infections.
On December 18, 1950 he was discharged home with a quiescent eczema but with an active purpura and thrombocytopenia. He was somewhat anaemic at this stage (Hb 9 g.%) and was given a course of oral iron. His white cell count was 11,000/c.mm. and remained normal throughout except for the polymorph response during the acute infections. SECOND ADMISSION. He was re-admitted on April 21, aged 19 months, with a recrudescence of his eczema. His platelet count was 178,000/c.mm. (the only normal count obtained before splenectomy), but this rapidly fell again to a low level and the purpura (which had never really been absent) persisted. At this stage a marrow puncture was performed and was reported as showing 'plenty of platelet-forming megakaryocytes'.
On July 11, 1951 he was discharged for the second time, again with quiescent eczema but still thrombocytopenic.
THIRD ADMISSION. He was re-admitted on August 22, 1953, aged 3 years 11 months; the eczema was still quiescent but he had discharging ears, impetigo, bleeding gums and profuse purpura. His platelet count was still low. Once again the skin lesions cleared, and on this occasion he was given A.C.T.H. 25 mg. b.d. for 10 days (the 'ration' which was available at the time). Since the platelet count showed no response further supplies were not requested.
In view of the fact that this child was known to have had thrombocytopenia of severe degree for over three years without remission (other than for one count), it was felt that splenectomy was indicated and this was performed on December 7, 1953 (Mr. F. J. P. O'Gorman). There was an immediate rise in the platelet count, which at one time went to over 600,000/c.mm. and then stabilized at a normal level and remained normal till (at least) four days before he died. In association with this there was a complete disappearance of his purpura and bleeding tendency until the final illness. On January 14, SUMMARY. This boy showed signs of infantile eczema and purpura from the age of 4 months. A maternal uncle had suffered from a bleeding tendency and had died of pneumonia at the age of 1 year. The present patient's eczema persisted but tended to improve as the years went by; his purpura was associated with thrombocytopenia and they both persisted until splenectomy was performed at the age of 4 years 2 months. Thereafter the platelets rose to a normal level and the bleeding tendency disappeared. He had always tended to show signs of minor infections but some weeks after splenectomy he developed pneumococcal septicaemia with meningitis and then relapsed with a staphylococcal meningitis. He responded well to treatment. At the age of 5 years, 10 months after splenectomy, he still had a normal platelet count, but five days later he was admitted moribund having been ill for only 12 hours (again with symptoms suggestive of septicaemia) and he died shortly afterwards. Autopsy showed massive bilateral adrenal haemorrhage.
Case 2. Christopher G., brother of Patrick, was born on August 31, 1957. Between the births of these two children (see the family tree in Fig. 2 ) a boy and a girl had been born, both of whom are perfectly healthy and show none of the manifestations of the condition.
Christopher was also thought to be normal until he was 3 months old when the family doctor (Dr. E. D. Forster) noted that he had petechiae on the neck (Fig. 3) Attempts to stimulate platelet formation by means of A.C.T.H. and prednisolone were only temporarily successful. In view of our experience with Patrick after splenectomy it was decided that this operation was not indicated in Christopher's case so he was discharged home, still with a low platelet count.
He has remained well since, apart from frequent respiratory infections during the winter months, and he is now a well developed toddler who still gets occasional crops of petechiae but whose eczema is well healed.
SUMMARY. Christopher G., brother of Patrick, had petechiae at 3 months and slight eczema at 4 months. Patrick. The thrombocytopenia is very important diagnostically since it is the only positive laboratory finding which occurs as an essential part of the syndrome. Infection of one kind or another occurred in all the cases and was responsible for at least 11 of the deaths which have occurred. It should be noted how frequently otitis media has been present but this is almost certainly a reflection of these children's poor resistance to infection rather than of any specific defect in their middle ears.
Since the family history is so important cases with a strongly suggestive family history have been numbered in Table 1 differently from those without. The two cases recorded in the present communication, apart from being brothers, had an uncle who died in infancy apparently from the same condition. The mother of that child, i.e. the grandmother of our two cases, is alive and has given a detailed account of him. He died of pneumonia at the age of 1 year (1933) but before then she was told by the family doctor that he suffered from 'haemophilia'. This was because he bled very easily and he frequently came out in 'large bruises just like Patrick's'. The rest of the family history (Fig. 2) shows that two other male children died young but there was no evidence to show that they had either a haemorrhagic tendency or eczema.
Unfortunately no further family history is available since the grandmother, Mrs. T., went to New Zealand as a child (her parents having died) and she has completely lost touch with her mother's family. She thinks that her mother had some sisters but does not know where their descendants might be. Discussion Although the various clinical aspects of this condition occur separately, and some of them quite commonly, it is unusual for them all to occur in one individual and certainly in members of the same family. Long before we read the original papers on this subject we had decided that this was an unusual family. There are four main features of the condition and they will be discussed separately. In each case the patient has been a male and the symptoms have appeared within the first six months of life.
Thrombocytopenia. This has led to the most common symptom, namely, bleeding. This includes purpura, epistaxis, 'bloody diarrhoea', haematuria, bleeding gums and cerebral haemorrhage, in fact any of the manifestations of bleeding which occur with thrombocytopenia at any age. Six of the 17 deaths appear to have been due to haemorrhage but in two of these (including Patrick) the haemorrhage was into the adrenals and may have been secondary to a fulminating septicaemia.
The cause of the thrombocytopenia in these cases is no clearer than it usually is in 'essential thrombocytopenia'. We do not even know yet whether the condition is congenital or not. Since the only part of the syndrome which is likely to be present at birth is the thrombocytopenia, it will be necessary to do platelet counts on the cord blood of future infants born to the affected families. Although Case XIV is shown as having symptoms from birth, this information was based on the mother's history and not on observation.
Eczema. This appears to be identical with the usual infantile eczema except that in certain cases bleeding has occurred into the eczematous areas. The severity of the skin lesions has varied from time to time even in one patient and has varied considerably from one patient to another. Even in our two brothers the eczema was more severe in Patrick than in Christopher. Mills and Winkelmann (1959) point out that the eczema is the least specific of the clinical features in these children and we agree with this.
Liability to Infection. This is the most difficult part of the syndrome to define, since, of course, most infants in the first year of life are liable to pick up infections. The infections which these affected babies have are of the usual variety and include pyodermia and respiratory infections in addition to the otitis media which has occurred in nearly every case. It is characteristic of these children, too, that they run fevers for which no satisfactory explanation can be found. It can be seen from Table 1 that a considerable number die from infections in spite of antibiotic therapy. This has occurred in those on whom splenectomy has not been performed (Cases 4, 9, 11, 12, XIII, XIV, XVI) as well as in those whose spleens have been removed (Cases II, III, 6, XV, ?XVII). It is well known that King and Shumacker (1952) and Smith, Schulman, Stern and Erlandson (1956) have suggested that splenectomy in young children may be followed by death from fulminating infection. In Smith's series this occurred in 28 % of his 50 patients who had had splenectomy performed under the age of 2 years for any reason at all, including trauma. In spite of the fact that there is evidence against this contention (Gofstein and Gellis, 1956) as well as in favour of it, we felt that splenectomy should not be undertaken in Christopher. Krivit and Good (1959) Once the genetic basis becomes clear, as we believe it has in this syndrome, it becomes easier for the physician to give the family the facts, as far as they are known, and this can reassure the relatives considerably even though they realize that half of the further male children may be affected.
